Searching PAJ 



Page 1 of 2 



PATENT ABSTRACTS OF JAPAN 



(51)lnt.CI. 



(1 1)Publication number : 04-120072 
(43)Date of publication of application : 21.04.1992 



C07D403/12 
A61K 31/505 
A61K 31/505 
C07D239/34 
C07D239/36 



(21 Application number : 02-239101 
(22)Date of filing : 11.09.1990 



(71 Applicant : MEIJI SEIKA KAISHA LTD 

(72)lnventor : SHIDARA NAGANORI 
KATANO KIYOAKI 
OGINO HIROKO 
NAGURA JUN 
OSADA NAOMI 
KONNO FUKIO 
MACHINAMI TOMOYA 
TSURUOKATAKASHI 



(54) ANGIOTENSIN II ANTAGONISTIC PYRIMIDINE DERIVATIVE 

(57)Abstract: 

NEW MATERIALA compound expressed by formula I {A 
us formula II [R1, R2 and R3 are H, halogen, 1-6C alkyl 
or phenyl; X is -0-, -NH- or -S(0)n- (n is 0-2)] or formula 

III; B is -COOR4 (R4 is H, 1-4C alkyl, etc.) or formula IV} k1 r , <t 
and salts thereof. jf~ k>J 

EXAMPLE: 2, 4-Dimethyl-6-[2'-(1H-tetrazol-5-yl F 
biphenyl-4-yl]methoxypyrimidine. / « s 
USE: A hypotensive agent having powerful angiotensin II V-T'i ' ^ 

antagonistic action. N /— > "> 

PREPARATION: A compound expressed by formula V is _ 
reacted with a biphenyl derivative expressed by formula >-caj^ \ 
VI (Y is halogen or sulfonyloxy; B' is -COOR5, etc.) in f^-' 
the presence of a base in an organic solvent, e.g. N,N- 
dimethylformamide or a mixed solvent thereof and water 
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6.36(lH.s), 6-90C6H.O. 
7.11 - 7.52U6H.O. 
7.94ClH.dd). 
FDMSCra/z) : 615CM + 1) + 

5? m W 6 

2-^?-;u-4->7wu- i - [{2 , -(hU7 I 

^-^r h ? / - ;u - 5 - >f ;u ) b' 7 x z ;u 

- 4 - 4 ;u ) > ^ ;u ] b' U - v - 6 - j- v 



3 \ 




^ Jfi flf 5 <7) S *C. <7> > U /?y/U^7A^D-y h^r- 

77 < — j-j: 6 S 8 i: v» t n - ^ * ^ v 
»^7->u-4 : l«ffiSBJ:9«SE<t'&44> 275 B g * 

i H-NMR(CDCC 3 )a 1-13C3H.O. 2.28(3H.s). 

2.5K2H.q). 5. l8(2H.s). 



6- 29C1H.S). 
6.88- 6.96C8H.n>). 
7.09C2H.d). 
7.22- 7.36(10H.«). 

7- 42- 7. 52(2H,m). 
7.93ClH.dd). 

FDMSCm/z) : 615CM-M) + 

% m m 7 

2-^7- /u - 4 - >f;u-6-[2 , -n H--r 
h7/-^ - 5 - ^) t '7ii;uH Z_±JLl> 



H 3 c. 



;:-OCH 2 V 
N \- 



T r-N' 



/ 



\ 



/ 



Itf ft f! 2fi 3 tHffKXttftSofl:** 360 O g 
* T * h > lo>a<: 8* L & , male ttaLBB 
ft fc? I87*gfr ft* 5 . 
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1 H-NMRCCDCGg) 6 |.26C3K.t). 2.29(3H.s). 

2-7!C2H.q). 5.47C2H.O. 
6.43ClH.s). 7.17C2H.d>. 
7.40C2H.d>, 7.43(lH.dd). 
7.56(lH.di>. 7.61ClH.dt>. 
8.14ClH.dd). 

EIMSCra/z) : 372CN*) 

1 - f C 2 ' - ( 1 H - f- 
I* -7 -/ - a* - 5 -4JU)fcT7xJ./U- 4 - -f/u)> 

fjLLO ; * > - 6 - * >• 

p ____ 

// '* *\ % \ 

/ \ / *\ / 

hn; 

\ i 

^B6flJ6<7>{b^& 270mg£7-fc h > lOnflK # # L 
5 N HCC 0 • imfl £ Zra x. S S I- T 3 M fit » f * . 
T*h fie*t 5 NNaOHTpHfcl3i: 



« Hil ¥4-120072 (8) 

»fi U *2mC* »D T x * * ^ " t- >u IObC-C 2 
[U&fr-*- © . ft^Tl NHCflTpHfr4~5KH£ 

ng 5: ?# -5 • 

* H -NMRCCDCfl j : DMSO-dg- 10 : 1 

1.22C3H.O. 2.29C3H.s). 
2.67(2H.q). 5.28C2H.S). 
6.25C1H.S). 7.08(2H.d), 
7.14C2H,d). 7.44(lH.dd). 
7.49ClH.dt). 7.58ClH.dt), 
7.77(lH.dd). 

E!MS(ffl/z) : 372(M + > 
fcififfl 9 

2- n -7 r ^;u-4 - > 9- /u - 6 - ( 2 ( 1* 
U 7 x z / f ^ f h 9 / - ;u - 5 - 4 ju ) £ 7 x 



H 3 C 



N' VOCH 0 -' V — v 

\ 

T r - N ' %X *N 
N^=N 

ffir sa n ft a i t faj « , *m<t + h 'j 7a 53mg, 

2-n-7 r f-ju-6->*-'U-C3H)-4-try 

i K > 332mgR C/4'-7D^>^-/t.-2-Ch , J 
7x-^>f-/uf b ? '/ - JV - 5 - >f A, ) fc' 7 x 

-^1.23s^^2«^«r»4. -eOF^n-'x** 
723ng # © a 

* H-NMRCCDCfl^) « 0.96C3H. O. 

1 -37- 1 .48C2H.O). 

1 .76- 1 .85C2H.m), 

2.39C3H.s), 2.83C2H.O, 

5-31C2H.S). 6-35C1H.S). 

6.90C6H.O), 

7.11 ~ 7.52C16H.B), 



7.94ClH.dd). 
FDMSCro/z ) : 643(H + 1) * 
!S2«#J10 

2-n-y?-;i-4->?-^-l 
7 - jl, / f ^ f h 7 •/ - /u - 5 



[ C 2 / - ( t V 

4 A, ) £ 7 x 

- 6 - * > 



N-C H/ *V- v V > 

2 \_/ \_/ 



T r - N 

\ 



«xf /w - 3 : 1 t&WSB <fc 0 »22<t ^fc>527mg* 
# © . 

1 H-NMR(CDCfi 3 ) a 0.85C3H. t). 

1 .23- 1 .33C2H.m), 
1 .55- 1 .65(2H.a) ( 
2.28C3H.s). 2.54C2H.O. 
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5.I9C2H.S). 6.28C1H.S). 
6.90- 6.96C8H.*). 
7.10C2H.d>. 
7-23- 7.36C10H.B). 
7.42-7.5K2H.O). 
7.92ClH,dd). 
FDMSCm/z) : 643CM + 1) + 

xmw 11 

2-n-7f^-4->f'^-6-(2 , -(lH 
- t t ? •/ - a, - 5 - ^ ) 7 i z ^ - 4 - 4 



H,C. 



N- V-0 C H «-<< 



/ 



HN 

V 



N==N 

etiEiijfi^ 7 t nmtznmw 9 *&7iom« 

«r fBJ«tr AS U ff £ ft ^ « 290n.g* |# 6 . 



H-NMR(CDCfl 3 : DMSO-dg- 10 : 1 )* 



»ffl ¥4-120072 
0.96C3H. t). 
1 .40- 1 .50C2H.B). 
1 .80- 1 .90C2H.ni). 
2.82C3H.s). 3.27(2H.t). 
5.55C2H.s).6.7KlH.s>. 
7.14C2H.d). 7.32(2H.d). 
7.44ClH,dd). 7.52ClH.dt). 
7.59(lH,dt). 7.78(lH.dd). 
ElMSCm/z) : 400CM + ) 

nmw 12 

2 - n - ?' f ;u - 4 - > f - 1 - f [ 2 ' - C 1 H 

±Jr Y 7 V — )^ - 5 - 4 f 7 x - ^ - 4 - 4 

^ ; > » ^ 1 e 'J S >' > - 6 - * v 



,H C-C' 



N-C H,- 



N 



H N 

\ 
\ 

N N 

ffi £ * S6 fll 7 £ fSJflMc * & flf 10<7> ft ft SlOmg 



«r(S)»C^^u^lS<k^1& 175rag£ f# * . 
1 H-NMRCCDCfl 3 ) ^ 0.88C3H.O. 

1 .30- 1 .4K2H.ni). 

1 .60- 1 .70C2H.ni). 

2.2K3H.S), 2.63C2H.O. 

5.2K2H.S). 6.10(lH.s) f 

7.06C2H.d). 7.14C2H.d). 

7.43ClH.dd), 7.53(lH.dt). 

7.60ClH.di). 7.96ClH.dd). 
E!MS(m/z) : 400(M + ) 
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4-120072 (10) 

<tDlnt.Cl. s KmSft frF^SS#^- 

C 07 D 239/34 6529-4 C 

239/36 6529-4 C 

®% W % S ffl E * W^IJII!ft«^m^bESp|5gBr760 HJ3teS?ISft5££ttSIn D o 

®» 18 «■ IB SF =F S * »&JI|&^ffi^bE:BiJj|5gfBr760 BteK%4*£gtt£A 

@ib m m m & s ft #^JH»«^m«^bESiii53fflr76o ig£HXtt*:&tt£iB 
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